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IN THE UNITED jSTATES PATEOT AND TRADEMARK OFHCE 
In re application of: Tripp et^. j j certificate of mailing 

Application No. 09/889,3 1 7 i •\t I hereby cmif/ thai Uiii paper »nd th£ documoiU referred to 

™ J - , F ; I as being attached or enclosed ticirwitti arc twing rtrpntiid ^ a 

riieaS July 13,2001 \ \ ■ 'v'lh *^ ^lat ri pm**; y^^^ Frnr rimi ^ " -tuEA^'fAc^ 

Confirmation No* 2319 \ ^p^^^& m m%^^ kom)qk ^ ^c^.n.y,(^k> 

For: METHOD FOR THE PREVENTION AND^!^tf^ ^ '' ^''^' '^^^■'^^ ' '^^ " '' ^ ^ 

TREATMENT OF DISEASES CAUSED! \ \ . . ^ 

BY AN INFLAMMATORY RESPONSE ^ ! fJ^^iiltfl T' .^^^-^^^'^ 

MEDIATED BY ENDdOENOUS 

SUBSTANCE P BY USbiG ANTI- 

SUBSTANCE P ANTIBODIES 
Examiner; Francois P. Vanderyegt 
Art Unit: 1644 
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Attorney Reference No. 6395-59041-01 

MAIL STOP RCE | 
COMMISSIONER FOR PATEMTS 
P.O. BOX 1450 \ \\\ 

ALEXAM>RIA,VA2231344S0 \\\ 

J 'is 

DECLARATION OF DR. TRIPE UNDER 37 CF.R §1.132 

i ; i 

1. I. Ralph A. Tripp, anli an inventor of the! above-referenced patent application. I was 
employed by the Centers for DiLase Control and Prevention, the assignee of the above- 



identified pending patent application. I hold a ^^'^j ^^^^^ i" immunology, and have expertise 
in RNAi therapeutics, innate ana ad^tive immune responses to respiratory viral infections, 

\ hi 

cytokines, chembkines and host cell defense mechanisms, I was employed by the Centers for 

i j { 

Disease Control and Preventior] for 7 years studying the mechanisms of immunity and disease 
pathogenesis associated with r^iratory vims infeic^tions. 



2. I have reviewed the 
action, dated April 8,2005. Iti 
38, and 41-42 have been rejected 



specification of the 
my understanding; 
as allegedly be|ng 



above* 



IB 




referenced application, and the Office 
ihat claims 1-3, 5, 13, 14, 19-22, 31, 32. 37, 
obvious. 
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3. As stated in my Declaration 8ubn|itted on August 5, 2005. a major limitation in the 
effectiveness of monoclonal anybodies is inUJogenicity of the monoclonal antibody itself; the 
development of an inflammatoiy reaction fojllowing administration can significantly limit the 
usefulness of an antibody. The unmunogenjcity If antibodies that specifically bind an antigen of 
interest (such as substance P), o r fragments of thils antibody, cannot be reliably predicted, tj 
addition, the route of administre tion can aff^t thL iramunogcnicity of an antibody, the effect of 
the route of administrarton on iilimunogenicity also must be detennined experimentally. 

4. Hemmingson et al. (Scand. J. Infect. DIs. 25(6): 783-985, 1993) describes that the 
nasal administration of non-specific immun(|gIobilins. mainly IgA, could be used for short-term 
physiological prophylaxis for ftL preventionjof ujjper respiratory tract infections (colds) in 
healthy skiers. An upper respiratory tract Inffecticjn (the common cold) is different from an 
infection with respiratory syncytial virus (RSVi). RSV is a pathogenic agent (a vims) that 
induces lung inflammation, arid can caus^ significant morbidity and mortality in preterm 
infants and young infants with chronic luflg disease. 

Currently, there are onlyjtwo options Ifor iinmunoprophylaxis for preventing respiratory 
syncytial virus (RSV) infection m infants. Respiiatory Syncytial Vims Immune Globulin 
Intravenous (RSV.IGIV)i8 a polyclonal hyperimriune globulin prepared from donors selected 
for having high serum titers of FBV neutraliiing e ntibody. SYNAGIS® (PALIVIZUMAB) is a 
humanized murine monoclonal s^ti-F glycoproteii IgGi anHbody with neutralizing and fusion 
inhibitory activity against RSV. jBoth of thesb co^ipositions are approved for use in die 
prevention of serious lower respibtory tract disealte caused by RSV in pediatric patients at high 
risk of RSV disease I | 

These compositions are ahministered jeith^r intramuscularly or intravascularly. 
Specifically, SYNAGIS® is sup|ilied as a stejile, preservative free solution, and can be 
administered by intramuscular injection only .j A copy of the package Insert for SYNAGIS® is 
attached as Exhibit A. RSV-IGIV prophylaxis r«juires intravenous access, and is administered 
intravascularly as a 4-hour infiision. A copy <if a ijrintout from the British Columbia Ministry of 
Health describing RSV-IGIV adAinisbration.i atdched as Exhibit B. 
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Data on the effect of tht j route of administration (intranasal versus intraperioteneal) of 
F(abh anti-substance P antibod es fiagments wai presented in the Declamtion of Ralph A. Tripp 
Under 37 C.F.R. § 1 .132, that 4as submitted to ^e U.S. Patent and Tnidemaik Office on August 
5.2005. The data presented thAcindo(nimcntsii unexpectedly superior effc^ F(ab)2 
anti-substance P antibodies fraiients were admiiistered intnmasally (as compared to 
intraperitoneal administration). Ijhe two commejciaily available products for the prevention of 
lung inflammation caused by r|v are administered iystemically by injection (either 
intravascular or intramuscular ii jection). In viei of be prior routes of administration, one of 
skiU in the art would have predii )ted a systemic liutei of administration, such as intt^unuscular, 
intraperitoneal, or intravenous a Iministration, wJuldlbe more eflicacious and have less unwanted 
side effects than an intranasal route of adminsitiabon' for the treatment of a lung inflammatory 
disorder. 



5. I hereby declare that <ill statements maile herein of my own knowledge are true and 
that all statements made on information and belief ait believed to be true; and fiulher that these 
statements were made with the knowledge that willlful false statements and the like so made 



arc 



punishable by fine or imprisonment, or both, undqr SMon 1001 of the Title 18 of the United 
States Code and that such willfu false statements may jeopardize the validity of the application 
or any patent issued thereon. 
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SYNAGIS- (PALIVIZXJMAB) fi 

for tntmmuscular Adminisli^tion | ^ 

tdtaalCKy^mird to ui t^ticcpc nv tf» A »tii^c sic af il* F (nuictD orrteS^ratoi iw^u^ fki.^^^ 

row Ii«:n7 chatai u.>J d«if«np.J hai i inokatl»^Mii[^t afappnixnaiUl^ 

Uopbttii^d Powdt/i Syniidj' ii jyptfi^J «• B stEtlle lyptihiliiol prodtw for reuna^ 
*hcul[lBHJ£4f (de«rorit:FliUy<i(«ilcjiwntimmBpH(»r6^. "rvu«i 
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fcll^"^ ;r^.^'-^!f>fi^ V!^. ^ i» ^5 "yi "fHi^. 5.1 mi orhkii!^^ «i oj .«(, ^ 
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im wifli iwrila w^ta far injaetlflft , 
1) nnJ}^ Tto (tttiivt^iut utuikvt 
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3? pnluffl: luil^ri, ,n=hcBiiy i«^,„| becaui BSV dli«21 1« (h^T^^ 
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1.6)1* SI ^mLifterUte 



i>r R5V in tiw Itiibcf rwpinuwy uw coirpwd to ciwirct [Hti'entt (6). 
«B'«i«c<»tou.iusf: In wdiare psiicns <14 luunihi of ue wttKni cocacniul Jnn 
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Km ftwiucocy m ihn«nftcf tile intiul five tUsb^. 

. . ^kIki sre miii^ m owdoAiicB No (oj 

jlnitB surainjtoiT cr niieiutnc^ toiedon Br.^yi»Dr ai k itait of 50 Wj^fta. 
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How It Works 

RSV-IGIV is used to help present or decrease Ibrhi 
re5jjimor^LSmcy.tia|^us k infecttcm , isfich! i 
and brpjKlnpliJls. RSV-IGIvlis made up p<i sevpril' 
(arOiljfldie.s) obtained from rnany humari bide ' ' 
antibodies were created by |the donors' iji^tuh 
(immune) systems to fight F^V. 



'ein (Intra venous J brji 



http:/Avww,bchealthguide.org/kbase/ipic/detail/dto 



RSV-IGIV Is given through a j^,., v.Mi..eivcj..ww>j 
doses for the entire RSV seaton (usually ff^rrj. 
through March). It is given c /er about 4 hOur^s 
doctor's office or at home. I 

Why It Is Used 

RSV-IGIV is given only to hel| ) prevent RSV 
Iwye.aLhigh. ri$.lsjaLde.YfilQpJ}g QQrnpJj£a.tiiiil 
another type of monoclonal 
generally preferred over RS\ 
can be given for children at 



antibody used 
IG. However; 
risk for RSV Comp! 

i 
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Have jriironiiLiung diseas.^. (CLD); i\L sdmetimes catled 
bronchopulmonarykJysplasia. andiaM| JiS-ently younger 
than 24 months. THe child must riy^[r|cfe1vecJ 
treatment for the (Lng disease v^thir j the previous 6 
months. . J: ^ f " 

Were born at least p weeks premStOijlfeljl 

whether they have CLD. These childrii 

from treatment uni 11 they are 6 to Y4r 

Were born 5 to 8 w?eks prematurplf in 

one additional risk ^actor. PalMzdnjlaf) L 

these babies on an ndividual basil's, i^dflcfil 

factors include bab es who: -I: ii ! 

o Weighed les: than expefct^ jb||f^h (low-birth- 
weight Infants) and have dthfelt^Jth problems 
that place t\ em at risk " ' ' 

Live in a hor le with other iyolij'g 
Go to child c are centres. : i. jl '^1 
Are exposed to tobacco smpKd \ jj 
Have frDp^redJmn] unej^v&tems f rohj 



o 
o 
o 



system, such as chei 



AIDS) or take medication that supjirMeiii 'the immune 



^in 



This medication is not an ejfective treat^iiie 
already infected with RSV, t should also f|ofe 
children who have a .ci^aaol L<LCJiosenltaL i 



otherapy pr^it 



How Well It Works 



RSV-IGIV provides moderate protection fO; 
has shown to reduce admission rates to hik^™ 
born prematurely, in children with chrdnii ijife 
children with a combinatioijj of risk factor^ 

Side Effects 

Side effects of RSV-IGIV areluncommoh biiilt 

• Altergicjififlftioji, 

• Fever. 

• Nausea and vomiting 

• PulOLQnaoLedfijn^.. 



Although there is a potentia 
hepatitis, or other diseases 
up RSV-IGIV, the risk is 
carefully screened and bloo< 
This process has virtually 
exposure from RSV-IGIV. 

What To Think About 



for contract 
rom the blbd 
extremely rare.iAUjbd 
products are tr 
co*ipletely elimi ja}t|b 
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RSV-IGIV to prevent RSV infectiAi 



mei ication 



Immunizations with measles 
pox vaccines should not b 
dose of RSV-IGIV. The 
developing aotibiiiiifts to 
should be given as schedu 

need an extra dose of 
recommendations. 

PahVizumab, another type 
high-risk babies, may be 
taking palivitumab can be 
without waiting. 

Preventive treatment witf 
the RSV season, regardles 
Different strains of RSV 
during the same year, so 
protection from infection 
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iR) and chicken 
, ;ter the last 
cfilld from 
immunizations 
Idhoad 
V-IG do not 
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